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Receipt is acknowledged of this nonprovisional Patent Application. It will be considered in its order and you 
will be notified as to the results of the examination. Be sure to provide the U.S. APPLICATION NUMBER 
FILING DATE, NAME OF APPLICANT, and TITLE OF INVENTION when inquiring about this application! 
Fees transmitted by check or draft are subject to collection. Please verify the accuracy of the data presented 
on this receipt. If an error is noted on this Filing Receipt, please write to the Office of Initial Patent 
Examination's Customer Service Center. Please provide a copy of this Filing Receipt with the 
changes noted thereon. If you received a "Notice to File Missing Parts" for this application, please 
submit any corrections to this Filing Receipt with your reply to the Notice. When the PTO processes 
the reply to the Notice, the PTO will generate another Filing Receipt incorporating the requested 
corrections (if appropriate). 
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Title 35, United States Code, Section 184 $Fp-6 200I 
Title 37, Code of Federal Regulations, 5.11 & 5.1^ ^ ^ ^ 

GRANTED 

The applicant has been granted a license under 35 U.S.C. 184, if the phrase "IF REQUIRED, FOREIGN 
FILING UCENSE GRANTED" followed by a date appears on this form. Such licenses are issued n a 
applications where the conditions for issuance of a license have been met, regardless of Aether or not a 
Sse may be required as set forth in 37 CRF 5.15. The scope and limitations of th.s l.cense are set forth n 
37 CFR 5 ?5(a) unless an earlier license has been issued under 37 CFR 5.15(b). The l.cense .s subjec to 
revocation . p V, written, notification. The date indicated is the effective date of the l.cense, unless an earher 
license of similar scope has been granted under 37 CFR 5.13 or 5.14. 

This license is to be retained by the licensee and may be used at any time on or after the effective date 
mereSess fit is revoked. This license is automatically transferred to any related applicat.ons(s) f.led under 
36 CFR 1 .53(d). This license is not retroactive. 

The qrant of a license does not in any way lessen the responsibility of a licensee for the security of the subject 
matter as imposed by any Government contract or the provisions of existing laws relat.ng to espionage and 
EeTaXn security or the export of technical data. Licensees should apprise themserves of current 
regu a ?Z Upecially with respect to certain countries, of other agencies particularly ^f^e o^se 
Trade Controls" Department of State (with respect to Arms Munitions and Implements of War g CRM 21- 
128)V the Office of Export Administration, Department of Commerce (15 CFR 370.10 0)). the Office ot 
Fore gn Assets Control, Department of Treasury (31 CFR Parts 500+) and the Department of Energy. 



NOT GRAN TED 

No license under 35 U.S.C. 184 has been granted at this time, if the phrase "IF REQUIRED, FOREIGN 
FILING LICENSE GRANTED" DOES NOT appear on this form. Applicant may still petit.on for a l.cense unde 
37 CFR 5 12 if a license is desired before the expiration of 6 months from the filing date of the appl.ca .on. If 
6 months has lapsed from the filing date of this application and the licensee has not received any^ ind ^cat.on of 
a secrecy order under 35 U.S.C. 181, the licensee may foreign file the application pursuant to 37 CFR 5.15 
(b). 

PLEASE NOTE the following information about the Filing Receipt: 

. The articles such as "a," "an" and "the" are not included as the first words in the title of an application. 

They a e considered to ue unnecessary to the understanding of the title. 
. The words "new " "improved," "improvements in" or "relating to" are not included as first words in 

the title of an application because a patent application, by nature, is a new idea or improvement. 
. The title may be truncated if it consists of more than 600 characters (letters and spaces combined). 

• The docket number allows a maximum of 25 characters. 

. If your application was submitted under 37 CFR 1.10, your filing date should be the "date in" found on 
the Express Mail label. If there is a discrepancy, you should submit a request for a corrected Filing 
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• The title is recorded in sentence case. 



Any corrections that may need to be done to your Filing Receipt should be directed 



Assistant Commissioner for Patents 
Office of Initial Patent Examination 
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This application is a DIVISIONAL application of U.S. application serial number c/> 



^097206,499,. filed December 7, 1998?entitled NOVEL CALCIUM 

■ ■ ■ 

which is a divisional of U.S. application serial numberf08/828,242, filed March 31, 1997? ^ 

CO 

which issued on^Febl™^ ^ Patent No. 5,87 1 ,970?entitled CALCIUM- S 

co 

BINDING PROTEIN. Both of these applications are hereby expressly incorporated by g 
reference. 



10 FIELD OF THE INVENTION 



This invention relates to nucleic acid and amino acid sequences of a novel cScium- -^3 

„ - rn m 

binding protein and to the use of these sequences in the diagnosis, prevention, and treatment o 

\ rn 

of disorders associated with cell proliferation. 5, ~ J 

15 BACKGROUND OF THE INVENTION o 

Calcium plays essential roles in various cell processes including cell metabolism, 
muscle contraction, molecular secretion and mitogenesis. Calcium is mostly stored in 
endoplasmic reticulum (ER) in non-muscle cells, and in the sarcoplasmic reticulum (SR) in 
muscle cells. The regulation of calcium involves a family of homologous, calcium-binding 

20 proteins such as calbindins, troponin C, calmodulin, and S-100 proteins. These proteins 
contain a common structural motif, the EF-hand motif, which consists of two ct-helices 
separated by a loop of 12 to 13 amino acid residues. 

Some proteins identified in the lumen of ER, such as BiP, protein disulfide isomerase, 
calreticulin, and endoplasmin, are also involved in the regulation of calcium. These proteins 

25 do not have the EF-hand motif; they are retained in the lumen by a membrane-bound receptor. 
The receptor retrieves the luminal ER proteins from Golgi apparatus to the ER lumen by 
recognizing their carboxy-terminal tetrapeptide, Lys-Asp-Glu-Leu (KDEL) or His-Asp-Glu- 
Leu (HDEL). An exception to these ER proteins is reticulocalbin, a lumenal protein of the 
ER which possesses both the EF-hand motif and the ER-retention signal, HDEL (Ozawa, M. 

30 and Muramatsu, T. (1993) J. Biol. Chem. 268:699-705; Ozawa, M. (1995) J. Biochem. 1 17: 
1113-1119). In fact, the mouse reticulocalbin, a 44 kDa protein, has six repeats of the EF- 
hand motif. The human reticulocalbin, which shares 95% identity with its mouse homolog, 
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LIMITED RECOGNITION UNDER 37 CFR §10.9(b) 



Terrence Lo is hereby given limited recognition under 37 CFR §10.9(b) as an employee 
of Incyte Pharmaceuticals, Inc. lo prepare and prosecute patent applications wherein 
Incyte Pharmaceuticals, Inc. is the assignee of record of the entire interest in the 
application filed in the USPTO. This limited recognition shall expire on the date 
appearing below, or when whichever of the following events first occurs prior to the date 
appearing below: (i) Terrence Lo ceases to lawfully reside in the United States- (ii) 
Terrence Lo's employment with Incyte Pharmaceuticals, Inc. ceases or is terminated- or 
(in) Terrence Lo ceases to remain or reside in the United States on TN status. 

This document constitutes proof of such recognition. The original of this document is on 
file m the Office of Enrollment and Discipline of the U.S. Patent and Trademark Office. 

Expires: November 18, 2001 ^-A^^.^^\^A=r 

Harry I. Moatz 

Director of Enrollment and Discipline 
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